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410 GEORGE STREET
NEW BRUNSWICK, NJ 08901-2021

July 7, 2004

Dockets Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane, Room 1061
Rockville, MD) 20852

Re: Docket No. 2003D-0571; Draft Guidance for Industry on Drug Substance Chemistry,
Manufacturing and Control Information; 69 Federal Register 929 (Jan 7, 2004)

Dear Sir/Madam:

The attached comments on the above draft guidance are submitted on behalf of Johnson &
Johnson. We actively participated in and fully agree with the comments submitted by PhRMA.
in addition we feel that this document is so significant that it is important to comment both
collectively and as individual companies.

We appreciate the new concepts of PQIT, interim acceptance criteria and sunset testing that the
Agency has incorporated into this document. Additionally, the clarification that applicants need
not investigate different physical forms of the drug substance if the conditions which produce
those forms deviate significantly from the filed manufacturing process is helpful.

We are however concerned about the numerous instances where additional detail is requested.
We realize that this document has been many years in drafting and it may predate the Agency’s
current science and risk based approach. In our comments you will find specific instances
where we have attempted to bring the focus to the critical items and to suggest deletion of
unnecessary information. This unnecessary information adds complexity and time both to the
preparation of the filing as well as the review. We would like to suggest a more concise and
science- based approach, which we feel would be mutually beneficial.

Regarding Attachment 1 and 2, PhRMA has suggested that the entire approach be
reconsidered. We completely support this approach and would welcome the opportunity to
discuss this with the Agency either via PhRMA or any other venue that is mutually convenient.
Although our preference is a total reconsideration of this section, we have included specific line
item comments.

Our detailed comments are provided in an Excel spreadsheet in the attachment. This spreadsheet
includes the line number, section number, proposed edit, and rationale for each comment. You will
note in the final column we have included the same rating of “importance” used by PhRMA. Due to
the large number of comments, we did not include any “minor” comments. Please feel free to contact
me if you need further assistance or have any questions regarding these comments.

Sincerely yours,

Director, Quality and Compliance Services
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Johnson & Johnson Comments on:

Draft FDA Guidance “Drug Substance —

CMC Information”

(Docket No. 2003D-0571)

January 2004
Line Draft CTh Compuents ar ' Rationale or Comment Importance
Number Guidance Section 1ooested additi ar 1= Major
Section Number  |proposed deletions) 2=Moderate
3=Minor
Delete lines 222-285 entirely If a DMF is used to submit Drug Substance
information, this section recommends that information
be repeated in the NDA. We do not agree with this
approach. It is important not to duplicate information
in the DMF and the application, requiring updating of
222 285 ILD.2 both a DMF and an application when post-approval 1
changes are made and increasing compliance risks.
Additionally this is inconsistent with 314.420 which
allows for use of DMFs to submit information. Also,
in some cases the proprietary information may not be
available to the applicant.
The addresses should be for the location where the relevant |Since a facility is a single GMP inspected site then it is
manufacturing or testing operation will be performed. irrelevant which individual building is used. Post
181 IV.A S2.1 Addresses for corporate headquarters or offices need not be | Approval Changes of buildings is not even reportable 1
pr0v1ded Baddmg—&&mbe%s—er—ather—spee&ﬁe&de&&%&ﬁg— under BACPAC I and Changes to NDA Guidances.
— | This is an additional request for detail with no added
) scientific value
To facilitate preapproval inspection related activities, itis  |Consistency with other FDA regulations and guidances.
recommended that the name, telephone number, fax number
and e-mail address of a contact person be provided for each
site listed in the application, this information may be
listed in this section or elsewhere in the application such
390 IV.A S.2.1  |as the FDA356H form or the administrative information 2

section. FEacilities-should-be-ready-for-inspection-when-the-
application-is-submitted-to EDA—Facilities should be

ready for inspection within timeframes specified in
current guidances.
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Line Draft CTD di Rationale or Comment Importance
Number Guidance Section ns an ik t 1=Major
Section Number |proposed deletions) 2= Moderate
3=Minor
A flow diagram and a complete description of the processes |Listing of all process controls is not useful to a
and process controls that will be used to manufacture the  |reviewer and would only cause a more lengthy process
398 VB S.22  |drug substance or derive it from a biological source should |description with no added value. Many controls are for 1
be provided in S.2.2. safety, environmental, or business purposes and do not
affect quality.
Flow Diagram Flow Diagram (8.2.2.1)- The amount of information
requested for inclusion on the flow diagram is too
extensive and is better captured in the Narrative
406 IVB.1 S22 Description of the Manufacturing PrOf:ess 'and Process 1
Control (S.2.2.2). We suggest removing lines 411-436
and including a clearer description of whether they
want a structural flow diagram or a block flow
diagram
A narrative description of the manufacturing process that | This is an additional request for detail with no added
440 IVB.2 gno [|represents the sequence f’f manufacturing sFeps undertaken [scientific value. 1
and-the-scale-of production-should-be provided—
The description should identify significant all-process Listing of all process controls is not useful to a
controls and the associated numeric ranges, limits, or reviewer and would only cause a more lengthy process
acceptance criteria. description with no added value. Many controls are for
442 IV.B.2 5.2.2 safety, environmental, or business purposes and do not 1
affect quality. This is an additional request for detail
with no added scientific value.
Starting materials or intermediate used in each step, with  |Absolute quantities do not necessarily add value.
450 IVB.2 S.2.2  |chemical or biological names and quantities or molar Molar ratios are often more meaningful. 1
raiios specified
Solvents, reagents, and auxiliary materials used in each Absolute quantities do not necessarily add value.
step, with chemical or biological names and quantities or  {Molar ratios are often more meaningful. For solvents,
452 IV.B.2 S.2.2  |molar ratios specified if critical reagents and auxiliary materials the amount is often not 1
critical. This is an additional request for detail with no
added scientific value,
Type of equipment (e.g., glass lined reactor when Delete cornma so that type of equipment is only
454 IV.B.2 S.2.2  |stainless steel could affect reaction Centrifuge) used;- specified when critical 2

including materials of construction when critical




Line Draft CTD Comments and ; Rationale or Comment Importance
Number Guidance Section uggested additions a 1= Major
Section Number |proposed deletions) 2=Moderate
3=Minor
Adl-Significant process controls and their associated Listing of all process controls is not useful to a
numeric ranges, limits, or acceptance criteria, with critical |reviewer and would only cause a more lengthy process
process controls highlighted description with no added value. Many controls are for
457 IV.B.2 S22 safety, environmental, or business purposes and do not 1
affect quality. This is an additional request for detail
with no added scientific value.
466 IVB.2 $29 Identification of manufacturing steps that use recovered-  |Define recovery and recycle. 1
recycled solvents or auxiliary materials
Identification-of processes-that-invelve combining- Combining intermediates for charging into the next
intermediate ug-substance-batche ug-substanee-and-|process step is common practice in API manufacturing,
Blending of samiler batches or portions of batches
471 IVB.2 S22 meeting specification to achieve a larger batch size is 1
also common practice in API manufacturing. The
traceability of the blended batches is a cGMP issue not
a filing issue. No added value to file this kind of
information
Typical Yield ranges (weight and or percent) for each Yield ranges should be typical not implying exact
473 IV.B.2 S.2.2  |manufacturing step amount. If molar ratios are used then percent is more 1
appropriate than weight.
Storage and transportation conditions for biological starting | Clarification required between cell culture and natural
479 IV.B.2 S22 - 1
materials products.
Procedures-used-to-maintain-traceability-of all intermediate- | Delete. This is a GMP issue not a filing issue.
483 IV.B.2 S.2.2  |anddrugsubstance batches-back-to-the batches-of the- 1
Delete lines 500 to 517 entirely. This text should be in the definition. This section
500- 517 IVB2 S22 7 should be clear as to which process controls are to be I
filed.
All Significant process controls, critical or otherwise, Listing of all process controls is not useful to a
should be included in the description of the manufacturing |reviewer and would only cause a more lengthy process
process. description with no added value. Many controls are for
521 IV.B.2 S.2.2 safety, environmental, or business purposes and do not 1
affect quality. This is an additional request for detail
with no added scientific value.
Delete lines 538 to 541 entirely. All critical process This is an additional request for detail with no added
538 VB2 S22 controls should be identified in the Description of scientific value. 1

Manufacturing Process Section with details provided in

Section S.2.4.
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Line
Number

Draft
Guidance
Section

CTD
Section
Number

Rationale or Comment

Importance
1=Major

2= Moderate
3=Minor

561

IVB.2

S22

However, validation data, when warranted to support the
operation, should be provided in S.2.5. (see section IV.E
for possible situations when process validation information
is warranted.). Add note that validation information is
normally reviewed during facility audits and is not

included in the filino,

See line 877.

576

IVB.2

S22

Repetition of multiple reaction steps is should be

considered very carefully to-be-rewerking;rather-than-
reprocessing{see-sectionV-B-3-b)-because the material

to be re-introduced into the process may not be similar
to the original reactant. Repetition of multiple reaction

steps is discouraced.

Repetition of multiple steps is discouraged but should
not be defined as reworking.

580

IV.B.2

S.2.2

Reprocessing a drug substance, after it has been
released by the quality control department, to bring the
material back into conformance with its specification
may be allowable in certain instances. Examples
include reprocessing a hygroscopic material to lower
water content, milling to meet a different particle size
specification, or repurification of aged material to

conform fo approved specification,

Insert deleted text from line 658 which is more
consistent with the definition of reprocessing than
reworking.

605

IVB.2

S5.2.2

Repetition of multiple steps is discouraged but should
not be defined as reworking.

647

IVB.2

S22
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This a cGMP issue vs. filing issue. Full information on
regeneration will not be available at the time of the
filing.
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Line Draft CTD nments and Prog Rationale or Comment Importance
Number Guidance Section iggested additions an 1=Major
Section Number |proposed deletions) 2= Moderate
3=Minor
or-{2)-a-drug-substanee;-after-ithas-been-released by-the-  |This is inconsistent with the definition of rework. This
aality department;-that-undergoes-processing is reprocessing.
658 IVB.2 S22 bﬁﬁgﬂae-matefm}%aekﬂ&&ee&femmeewﬁh—ﬁs- 1
thelevel of degradation produets-to-conformrwith the-
Information on the materials (starting materials, reagents, |Add definition for reagent, solvent and diluent to the
669 v.eC S.23 s . . 2
solvents, auxiliary materials, and diluents) ... Glossary.
Add principle of PQIT and sunset tests for Section S.2.3 | This concept seems very appropriate as the new
674 vV.C 8.2.3  |Starting Materials and Raw Materials guidance is asking for additional tests and specs for I
Starting Materials and Raw Materials
ICH Q7A intended for the application to define the
starting material for synthetic processes.
684 wv.Cl1 S.23 1
In-general; the starting material for filing purposes and No need for difference with ICH Q7A.
688 IV.Ci S.2.3  |API starting material as defined by ICH Q7A should be 1
the same for a synthetic drug substance.
However for a drug substance derived from a biological Based on the number and type of synthetic steps from
source, the starting material (e.g., plant) and API starting  [the biological sources to the API, the company should
material (e.g., extract) can be different. In this case, decide what information on the biological source to
689 IV.C.1 g3 |information on the biological source (e.g., potential file. 1
pathogens, herbicides, pesticides) may be-is warranted in
the application so FDA can evaluate the suitability of the
biological source as a starting material for drug
manufacture (see Attachment 2)
The-recommendations-for-starting-materials previded-in-this{Not needed based on suggested rewording.
694 IvV.C.1 S.23  |guidance-areforapplicationpurpeses—See ICH-Q7Afor 2
ot pI . ol
A-flow-diagram If this is the flow diagram of the full synthesis it is
already provided in Section S.2.2. Do not feel that it is
713 Vel S23 appropriate to provide flow diagram for synthesis 1

describing how the starting material was made. Either
way this bullet item should be deleted.




Line Draft CTD I E T Id text indi Rationale or Comment Importance
Number Guidance Section iti 1=Major
Section Number letion 2= Moderate
3=Minor
At-a-minimars; Normally the reference should identify the |"At a minimum" implies that more information is
741 vV.C2 So3  |tpe of analytical procedure used (e.g. GC, HPLC). typically filed. For reagents, solvent and auxiliary 1
materials the type of test should provide enough
information for the intended use.
The tests and acceptance criteria in each specification It should be recognized that at the time of submission
should be appropriate for the kind of material and its of an application only limited number of different lots
intended use.;-and-should-be-consistent-with-the-quality-of |(and qualities) of solvents, reagents and auxiliary
the-material-used-to-manufacture the-batches-of drug- materials may have been used to produce limited
744 IV.C2 g3 [substance-used-to-establish-the-specification-for-the-drug-  [number of batches of drug substance. Consistency of 1
substanee{seesections VIA VD and VIE): specifications with quality of material used is of minor
or no importance related to quality of the drug
substance. Acceptance criteria have to be related to
intended use.
In this section of the application, &} only critical process |S.2.4 should describe what is controlling the critical
controls should be listed. This could include: operating |pieces of the process. In some cases this may be
parameters, environmental-controls; process tests and/or all{parameters and in some cases this may be a test. S.2.4
tests performed on intermediates, postsynthesis materials, [should be the additional information provided on these
769 IvV.D S.24  land unfinished drug substance for the purpose of critical controls. Strike environmental controls from 1
determining suitability for downstream processing. this sentence and the glossary.
sheould-be-listed-and Their associated numeric ranges,
limits, or acceptance criteria should be identified.
Any-of the-tests-and-asseciated numerie-ranges- imits;or-  |Information on non-critical items should not be
aceeptance-criteria-for-intermediates;postsynthesis- included in S.2.4,
772 IV.D S.24  lthatthe noneritical-be-listed-separately-from-the-eritical- 1




Line Draft CTD Comments and Proposed FEdits, (The bold text indicates |Rationale or Comment Importance
Number Guidance Section suggested additions a e strike indicate 1=Major
Section Number |proposed deletions) 2=Moderate
3=Minor

For a# these critical process controls, the associated This is information that should be documented in a
numeric ranges, limits, or acceptance criteria should be development report not the filing.
Justlﬁed and a brief descnpuon of the test prov1ded Any-

779 VD S.2.4 1
justification: Additional information should be provided in
this section (S.2.4) under the following circumstances.

789 IVD S24 Add principle of PQIT and sunset tests for Section S.2.4 {This concept seems very appropriate as the new 1

) ) Control of Critical Steps and Intermediates puidance is asking for additional tests and specs

In some cases, results from tests performed during the Post synthesis materials and unfinished drug substance
manufacturing process (e.g., material tests or in-process adds additional terminology which creates confusion

797 VD S04 controls process-tests;-tests-on-intermediates;-postsynthesis- |with no added scientific value. Recommend deleting 1
smaterials-orunfinished-drug-substance) can be used in lieu [this terms and editing the glossary to include simplified
of testing the drug substance to satisfy a test listed in the definitions
drue substance specification
When warranted, a specification should be established- Added examples for clarity and deleted last sentence.
provided for an isolated intermediate to ensure that it has |Very often the assay is a a very gross and ineffective

816 VD S2.4 appropriate quality attributes (e.g., LOD or assay or color |tool for determing the quality of intermediates. The 1
or purity, ...) for further downstream processing. A- controls normally focus on specific and total impurities
specification-for-an-intermediate-should-usually-inelude- | which is usually a more effective way of controlling

esting assav-and-impuritie guality,

819 IV.D S.2.4 |Thespecification-should-be-provided-inS:2:4- Redundant 1
Delete subsections on Postsynthesis Materials and Post synthesis materials and unfinished drug substance
Unfinished Drug Substance adds additional terminology which creates confusion

839 - 866 Iv.D S.2.4 with no added scientific value. Recommend deleting 1
these sections and editing the glossary to include
simplified definitions
377 IVE $25 Footnote 15: Al manufacturing processes should be Clarifying validation requirements and adding ICH 1

validated as defined in ICH Q7A.

Q7A reference.




Line Draft CTD MMM Rationale or Comment Importance
Number Guidance Section este 1iti A e strike icate 1= Major
Section Number nronoied deletmm) 2=Meoderate
3=Minor
However, it can be warranted when the reprocessing or To link to previous paragraph described above
reworking operation is of the type for which process
validation information is submitted when routinely
884 VT $2.5 performed (as described above) or when the reprocessing "
O 1v.C S.4.0 . L . 4
or reworking operations have a significant potential to
affect the identity, strength, quality, purity, or potency of
the product (e.g., naturally derived protein drug substances)
Clarify that this section is not requesting a process
development report
she&ld—be—pfewded—m—S—z—é— The primary focus of this
892 IV.F S.2.6 [section is the description of the relationship between 1
changes in the manufacturing process or manufacturing site
and any associated changes in the chemical or physical
pronerties of the drue substance
The primary stability batches should be manufactured using {Changes in the manufacturing process between the
the same manufacturing-processes-(e-g-synthetic route}-and{primary stability batches and the commercial process
procedures and a method of manufacture that simulate the |should be allowed provided they are explained and
process intended for production batches as described in rationalized. There is an apparent contradiction
8.2.2. Section 2.6 of the application should contain a between the first and second sentences. Proposed edits
905 IV.F $.2.6  |description of any significant process differences between |to eliminated this contradiction. 1
the process used to produce the primary stability batches
and the process described in S.2.2 (see section IV.B). The
description should include an explanation for the
differences.
911 IV.F S.2.6 |ICH: Q7A Add guidance reference to table 2
Applicants do not need to investigate the occurrence of Very nice clarification
different forms under conditions that deviate significantly
981 V.A2 S.3.1  {from the conditions used in the manufacturing processes for
the drug substance and drug product.
At an appropriate stage of development, the potential for  |Once it has been shown not to interconvert, the studies
986 VA2 S31 interconversion of solid state forms should usually be should be complete. We should not expect this to be 1

investigated in developmental stability studies.

done in on-going API stability monitoring program.




Line Draft CTD Comments and Proposed Edits. (The bold text indicates |Rationale or Comment Importance
Number Guidance Section 1ggested additions and the strike indicate 1= Major
Section Number |proposed deletions) 2= Moderate
3=Minor
Impurities that were once present in the clinical drug The discussion should be limited to those that a
substance but that have been eliminated by process relevant to the discussion of safety. Early process
modifications impurities are not typically discussed/described under
1021 V.B S.3.2 S.3.2. It seems more appropriate that these be 1
discussed in S.2.6 Process Development and that S.3.2
focus on the final process for commercialization.
HAMA he-route nthesis-ormeth preparation]No value added to the product.
1059 VB S5.3.2  |ifthe-impurity or potentialimpurity-was-independently- 1
prepared
When warranted, a specification should be provided for | This is creating a new expection for a specification for
unfinished drug substance If the drug substance is the unfinished drug substance. Need to be clear that
1086 VLA S4.1 further processed (e.g., micronized) before it is used to while this may sometimes be appropriate, such a 1
manufacture the drug product.;-the-specification-for-the- specification is not always expected.
unfinished-drugsubstanceif there-is-one, This
specification should be included in section in S.2.4
TFhe-specificationfor-the-mixture-should be-included-in- This is not stated in the “Draft Guidance for Industry,
1090 VLA S4.1 P34 oftheapplication: Drug Product, January 2003 2
he-spesifieation-from-the-applicant-and/or- drug produ This is a GMP issue not a filing issue which specific
manufactorer-should-identify-the-tests-that-it-will routinely- |tests are done and which are accepted on CoA because
1111 VLA S4.1 p&fe%maﬂd—ﬁae{est—fes&l&%at—wﬂbe—aeeepted—fmmﬂae— the drug prgduct manufacturer is always responsible 1
drug-substance-manufacturer's-certificate-of analysis- for the quality of the drug substance whether or not the
(COA)— test is actually performed. This would also delete
footnote 18
Tests that can be performed in-process (e.g., Process Alignment with suggested changes in the glossary
controls or material tests-intermediate-tests;-postsynthesis-
1117 VLA Sal material-tests;-anfinished drug-substance tests) in lieu of 2
testing the drug substance (the results of such tests should
be included in the batch analysis report (e.g., Certificate of
analvsis))
i If pharmacopoeias are harmonized they should not be
filed as alternative methods. Either should be
acceptable as the regulatory method.
1123 Footnote 19 2




Line Draft CTD posed Edi ¢ bold text indica Rationale or Comment Importance
Number  |Guidance  [Section  |suggested additions and the strike though indicates 1=Major
Section Number |proposed deletions) 2= Moderate
3=Minor

Release-and shelf-life-acceptance-eriteria-when—beth-are- | This causes concern and could raise substantial

1126 VLA S4.1 used problems. Typically a tighter in-hogse spec is used for 1

release but only one regulatory spec is filed.

The analytical procedures used for testing a drug substance |There is an ICH guidance on this subject. Recommend
should be provided. Recommendations on the content and |{not referencing an FDA guidance that is not yet issued.
format of analytical procedures submitted inNDAsand-

1194 VIB S4.2 _ PEPIOVIGOGIIIOTcORTRE R 2
guidance-on-Analytical Procedures-and Methods-
Validation:Cheristry. Manufacturing. and C |
Pocumentation. can be found in ICH Q2A
Analytical validation information, including summary The full analytical validation package can more
experimental data (e-g-; and/or a representative appropriately be reviewed on-site during an inspection

1225 VI.C S.4.3  ichromatogram(s) with peak identification), for the 2
analytical procedures used for testing the drug substance
should be provided
Recommendations on the analytical validation information |There is an ICH guidance on this subject. Recommend
that should be submitted in NDAs-and ANDAs-will-be- not referencing an FDA guidance that is not yet issued.

1231 VIC S.4.3 [provieedin-atorthcoming COBR/CBER guidance on- 2
Analytical-Procedures-and Methods Validation—Chemistry,]
Manufacturingand Controls-Documentation- can be
found in ICH Q2A
Batch analysis data repoerts (e-g-eertificates-ofanalysiss  |There is added value in filing separate COAs.

1241 VLD S.44  |(COAs)-should be provided for all drug substance batches [Presentation in a tabular format (collated data) is more 2
used for ... appropriate and more review-friendly.
Batch analysis data may be presented either as _ |Tabular presentation of data may be more useful and
individual batch analysis reports or as collated batch  {submission of both individual reports and tabular data
analysis tables. The batch analysis reperts-and collated-  |is redundant with little if any added value.

1246 VLD S 4.4 bateh-analyses-data should include a description of the 2

batches. This information can be presented (1) with the
batch data as space permits or (2) in a separate table with
only the batch identity being included with the batch data.

10




Line Draft CTD i Rationale or Comment Importance
Number Guidance Section 1=Major
Section Number 2=Moderate
3=Minor
The batch analysis reports should include results from all | There may be examples where additional results are
tests performed-on-the-batch-ineluding tests that are not-  [needed to justify the proposed specification. As
1263 VLD.1 Sa44 [Pt of the proposed specification. When warranted, currently stated in the draft guidance this could be over 1
results from additional relevant tests that are not part |inclusive.
of the proposed specification may also be included.
We believe this is redundant as the historical
information about the analytical procedures is captured
in the stability section (§7). We feel that the
requirement of a summary of all changes is unduly
burdensome. If the principle of the assay changes
(titration vs. HPLC) then this should be included, but
minor changes (mobile phase and chromatographic
conditions) need not be reported.
1267 VID.1 S44 1
However, exclusion of a test that is normally performed on {Include reference to ICH Q6A
a type of drug substance;-one-thatisrecommendedin-
1308 VLE S.4.5  laccording to ICH Q6A or another relevant FDA 2
guidance, or one that was reporied in the batch analyses
(S.4.4) should be justified.
In these or similar circumstances, an applicant could Thank you. We like this.
propose a sunset test protocol for a test, which would
1324 VIE S.4.5 lprovide for the test to be dropped from the specification

after an agreed number of production batches have met
certain criteria.

1"



Line Draft CTD ments ang Rationale or Comment Importance
Number Guidance Section ugoested additions a 1= Major
Section Number |proposed deletions) 2=Moderate
3=Minor
Results from nonclinical (pharmacology and/or toxicology),{Concern that basing specifications on process
clinical, and stability studies and manufacturing and capability rather than safety information will lead to
analytical capability should be considered when proposing |unnecessarily tight specifications that in turn lead to
acceptance criteria. Proposed acceptance criteria can higher cost of manufacture with no added value to the
inctude a reasonable allowance for analytical and patient (for example tightening down to process
manufacturing variability. The primary basis for the capability on residual solvent when that is much lower
1338 VLE S.4.5 |acceptance criteria should be the safety and efficacy than ICH Guidance). 1
data not process capability. The justification should
discuss the basis of the proposed acceptance criteria from
the perspectives of available data and analytical and
manufacturing capability and variability. Furthermore, any
statistical approaches that are used to establish the
acceptance criteria should be described.
Occasionally, an applicant may wish to propose interim Thank you. We like this.
acceptance criteria for a specific test because there is some
1347 VLE S.4.5  |uncertainty whether the same type of results will continue to
be observed for subsequent drug substance batches,
Acceptance-criteriafor residual solvents-should-generally- | This is not an appropriate blanket statement. Basing
be-based-upon-manufacturing-capability— specifications on process capability rather than safety
1372 VLE S.4.5 information will lead to unnecessarily tight 1
specifications that lead to higher cost of manufacture
with no added value to the patient
An-applicant-should-consider-the-contribution-of residual- | This is more appropriately placed in the Drug Product
1373 VLE S45 se%ven%saﬂ—tt&dmg—p*e@et—exe&p&ems—w&ie&?fepesmg Guidance. 1
substanee—
When the drug substance reference standard is not from an|Clarify that this sentence is only to the drug substance
official source, it should be fully appropriately reference standard. Also change "fully" to
1397 vil S.5 characterized (see Section $3.1 Elucidation of Structure |"appropriately" because some things such as particle 1
and Other Characteristics). size characterization are not value added for a
reference standard.
A list of any available reference standards for impurities  |Including a list of intermediate reference standards
1401 VI S5 and-intermediates-should be included in S.5. implies that FDA intends to verify methods for 1

intermediates. This would be an extremely time

consuming effort with little value to the patient,

12



Line Draft CTD ents and Prog Rationale or Comment Importance
Number Guidance Section ugpgested addi and 1=Major
Section Number Jproposed deletions) 2=Moderate
3=Minor
A description of the container closure system for the drug | The description of the container closure system should
substance should be provided, including the identity of be sufficient to determine its adequacy for use. The
1409 VIII 8.6 |materials of construction of each primary packaging significant information (e.g.. Material type, additives 1
component. and-its-specification— etc.) should be captured in the description.
A brief description of the secondary packaging
functional secondary-packasins compoenen is-provi components should be enough information regardless
1411 VIII S.6 for-primary-packagingcomponents— For i of whether the packaging component is functional or 1
secondary packaging components (e-g--those-thatdenet  |not.
provide-additional-pretection); only a brief description
should be provided
The types of studies conducted, protocols used, and the Delete reference to shelf life. Acceptance criteria is
results of the studies should be summarized. The enough.
discussion should include for example (1) a summary of
stability batches tested, storage conditions used, attributes
1429 IXA S7.1 tested, shelf-life acceptance criteria, test schedule, amount 2
of data available, and analysis of data (including a summary
of the statistical analysis if performed) and (2) conclusions
regarding the label storage conditions and retest or
expiration dating period, as appropriate.
A postapproval stability-pretecel-and stability commitment |We realize that this is in CTD. However, this is a new
should be provided. expectation to provide the stability protocol in the
filing. We believe that the stability protocol should be
available for review during a GMP inspection. Its
1438 IX.B S.7.2 inclusion in the filing does not add value. Considering 1
that the FDA Draft 1998 Stability Testing of Drug
Substance and Drug Products has never been finalized,
the reference here should be to ICH Q1A.
Data, other than those from primary stability studies, that  {Consistency with definitions of retest and expiry date
1478 IX.C2 g73 [support the analytical procedures, the proposed retest or  in ICH Q7A. )

expiry date-ershelflife, and label storage statements can be
provided.
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Line Draft CTD ents and ] Rationale or Comment Importance
Number Guidance Section goested add a 1= Major
Section Number |proposed deletions) 2= Moderate
3=Minor
—In-June-1998-(63-FR31224); the- Apency made-available-a{Continued reference to a Draft Guidance from 1998
draft-revision-of this-guidance-entitled-Stability Testing-of- |that has not yet been finalized adds to confusion.
1497 Footnote 26 Dmg—S&bsﬁmes—and—Dmg—Pred&%—Whe;ﬁmhzedﬁh&s— 2
revision-will-be-the-primary reference-source-on-stability-
testing-of drug-substances-and-drug products-
Att 1 - A reagent that contributes a minor structural element to the |We propose the addition of a definition for 'reagent' to
1670 Starting drug substance (e.g., hydride ion, ammonia, and lower the glossary to enable distinction between starting 1
Material alkyl amine, etc.) ... material and reagent.
Att 1 - See section II of this attachment for recommendations |Add this line for clarification.
1695 Starting on the documentation that should be provided for these 2
Material starting materials.
H-the-quality-of the-chemical- made for-the- A potential Starting Material may be purified in order
i is i to be suitable for use as an API Starting Material. The
Attl- filed specificaion is the control which ensures that the
1701 Starting API Starting material is appropriate for use. Therefore 1
Material It is not value added to include this purification to the
filing, the important thing is the specification.
If a proposed starting material is inconsistent with a Don't want to overemphasize any single selection
selection principle and a good rationale is provided, this |principle. It should be clear that it is the overall
Att1 - can be acceptable, If sheuld-be not justified or the assessment that is important.
1736 Starting apphc;ant ShOl'lld _consider proposing as a starting material a 1
Material chemical earlier in the manufacturing process that is
consistent with the selection principles. The selection of
starting material should be based on an overall
assessment of all princinles :
A chemical proposed as a starting material should be "Several" is very unclear and not science based. The
separated from the final intermediate by sevesal one or number of steps to be filed should based on the science
At 1 - more reaction steps.-that-result-in-isolated-and purified- and not on a preconceived number of steps.
1742 Starting mtermediates— / Rec.omm.end de.letmg thc? expectation of 1solat10n. and 1
Material purification of intermediates because many reaction

steps are selective enough without isolation or
purification of the intermediate to remove any potential

carrvover of imnurities
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Line Draft C1D Pr i 1 Rationale or Comment Importance
Number Guidance Section suggested additions an 1= Major
Section Number |proposed deletions) 2=Moderate
3=Minor
Having several one or more reaction steps and-asseeiated- |"Several" is very unclear and not science based. The
purification-and-isolation-steps, separating the starting number of steps to be filed should based on the science
Att 1 - material and the final intermediate reduces the risk that and not on a preconceived number of steps.
1744 Starting changes in the manufacturing steps prior to the starting Recommend deleting the expectation of isolation and i
Material material would adversely affect the identity, quality, purity, [purification of intermediates because many reaction
or potency of the drug substance as these factors relate to  [steps are selective enough without isolation or
the safety and efficacy of the drug product. purification of the intermediate to remove any potential
carrvaver of imourities
The reaction step that produces the final intermediate can  |{Implies that additional purification is needed after
Att1 - be counted as a reaction step for purposes of evaluating isolation. The specification should be adequate, there
1754 Starting propinquity if the final intermediate is isolated-and-purified. |should not be a "global requirement" for purification of 1
Material the final intermediate. Appropriate testing of isolated
intermediates is already discussed in line 816.
An interconversion of a salt to or from its free acid or base |Salt formation should not be counted as a step after the
Att 1 - form at an intermediate may sheuld-net be counted as a  |final intermediate but may be counted as a reaction step
1756 Starting reaction step for the purpose of evaluating propinquity prior to the final intermediate if it has purifying effect. 1
Material provided that interconversion has a purifying effect.
ated-and-purified-intermediatesare-typically obtained-by{ Propinquity should address number of steps.
filtration-orcentrifugation; fractional distillationfrema-  |Purification of impurities should be discussed under C.
ixiure hromatographi edures: ey-€ in- | Carryover of Impurities
Attl-
1759 Starting 1
Material
Attl - B. Isolated and-purified Quality of the starting material has to be controlled by
1768 Starting appropriate acceptance criteria instead of using the 1
Material mark 'purified'.
At - A chemical proposed as a starting material should be an Quality of the starting material has to be controlled by
1770 Starting isolated and-purified-substance with defined specifications appro'pri'ate acc§ptance criteria instead of using the 1
Material capable of ensuring the identity, quality, purity or description 'purified'.

potency of the drug substance.
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Line Draft CTD pmments and Proy Rationale or Comment Importance
Number Guidance Section suggested additions a 1= Major
Section Number |proposed deletions) 2= Moderate
3=Minor
Quality of the starting material has to be controlled by
Attl- tarting-material-a 5 an-in-situ-and e appropriate acceptance criteria instead of using the
1771 Starting substance-reduces-therisk-of degradants-and/or impurities- |description 'purified', 1
Material affecting i itv—gualitbv—purits
substance
If a chemical proposed as a starting material is the Recommend adding this sentence to the beginning of
source of significant levels of impurities in the drug this section to acknowldege that the Starting Material
Attl - substance this should be explained taking inte account |may contribute impurities that affect the impurity
1776 Starting the qualified level of each impurity that is individually [profile of the API provided that these Starting Material 1
Material listed in the drug substance specification. impurities are controlled to ensure the API impurities
meet the qualified levels..
A chemical proposed as a starting material should not be | The addition of the word "unqualified" in this sentence
At 1 - the source of significant levels of unqualified impurities in {together with the proposed additions! sentence should
1777 Starting the drug substance. Reference Q3AR. clarify the difference in impact on qualified and 1
Material unqualified impurities. Also added reference to ICH for
clarity.
For purposes of selecting proposed starting materials, a Recommend tying the concept of significant level of
Att1- significant level is considered to be greater than 810 0.15  Jimpurity to the ICH Q3A qualification level. Change
1784 Starting percent in the drug substance (0.20 percent for veterinary |to 0.10 to 0.15 to be consistent with Q3A for 1
Material drug substances not used in human drug products) of any of |qualification level and 0.2 to be consistent with VICH
the following impurities; GL10
5 i ; s ; This is not a scientific basis for determining starting
potency-of-the-drag substance-if a-chemical cannet-be- material. Limiting the number of stereogenic centers in
readily-distinguished-from-its-potential-isomers-and-analogs: the starting material is not appropriate. What is
Moreover-a-chemical-with-a-complex-melecularstructure- |appropriate is a specification that will adequately
Att 1 - {e-g-multiple-chiral-centers)-are-usually-produced-through- |control the quality of the starting material regardless of
1803 Starting eemple*%theﬂe—paﬂ}ways;whieh—eaﬂ-alseﬁtefeaseﬁe- the number of functional groups. i
Material risk—A-propesed-starting-material-typically should-possess-
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Line Draft CTD nments and DOS¢ Rationale or Comment Importance
Number Guidance Section negested additions and 1=Major
Section Number {proposed deletions) 2= Moderate
3=Minor
However, data demonstrating that instrumental techniques |Delete examples. These are restrictive and will make
Att 1 - commonly used for identification tests (e-g--ultravielet- the document obsolete as analytical methodology
1811 Starting visible-spectrophotometryinfrared-spectroscopy) are improves 1
Material specific can be provided to justify proposed starting
materials that the Agency might otherwise consider to be
too complex
If advanced techniques suitable for complex structures GH-{Delete examples. This are restrictive and will make the
NMR;-136-NMR;2D-NMR-mass-spectrometrys-elemental- [document obsolete as analytical methodology
Att1- analysisX-ray-crystallography;-chiral HRLC) are needed to|improves.
1815 Starting distinguish the proposed starting material from potential 1
Material isomers and analogs, the chemical is not normally an
appropriate candidate for designation as a starting material.
Flow-diagram-of the-complete-synthesis-(whelesection-B} |The criteria set forth in the Guidance should be
adequate for defining the starting material. The route
Att1 - of synthesis should be irrelevant. Delete the whole
1831-1841 Starting section B abox%t 'ﬂow dlagram of the cowlete ' 1
Material synthesis'. This information could be discussed with
FDA to support the chosen starting material but should
not be included in the filing.
A specification for each proposed starting material should |Specifications are typically based on all batches that
be provided and the rationale for the specification have been made, not just the batches that were used for
Att1 - explained. Each-specificationshould be-based-onthe- establishing the spec of the drug substance.
1845 Starting quality-of the-material used-to-prepare-the-batches-of drug 1
Material substance-used-to-establish-the-specificationfor-the-drug-
Moreover, for late stage starting materials FDA 1t should be clear that is more important for late stage
recommends that acceptance criteria be established for all |starting materials than for syntheses where the starting
organic impurities that occur above 0.10 percent and that an|material is more synthetic steps away from the API
Att 1 - appropriate limit should of NMF-0-10-percent be The robustness of the process should be used to
1859 Starting established for unspecified organic impurities when there is |determine the limit for unspecified impurities. It should 1
Material greater potential for impurities originating from the starting |not be globally set at 0.10%.

material to carryover to the drug substance (0.20 percent for|
a veterinary drug substance not used in human drug

nradicts)
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Line Draft CTD , ents and | Rationale or Comment Importance
Number Guidance Section nggested additions g 1=Major
Section Number |proposed deletions) 2= Moderate
3=Minor
Gonfirmation-that-{1)-the-drg-substance-manufacturer-did- |Redundant with the definition of starting material with
not-synthesize-the-chemical-or-arrange for another firmto- |a significant non-pharmaceutical market. Often a
synthesize-it-to-produce-drug-substance-for-clinical-trials- | material may initially be manufactured by the drug
(phase1-and phase-2-clinical-trials-for human drug- substance manufacturer, then the material later
Att 1 - produsis);(2)-an-existing-manufacturerof the chemical-did- |becomes commercially available.
1886 Starting ﬁet—sealﬂkpﬁs—pﬁaeess—te-pfeduees&fﬁeiem—qua{maes—e# 1
Material dfugsubstaﬂee—fe%elaaeal—mds—éplmaadphase—z-
Data (e.g., carryover of impurities) used to justify the Clarify that this applies to the drug substance
proposed starting material should be from batches manufacturing process not the process to manufacture
manufactured by the proposed drug substance the starting material. Data from different processes
Att1- manufacturing process—if-data-from-batchesproduced-by-  |(e.g. laboratory studies to determine fate of impurrities)
1901 Starting other manufacturing processes-are-also-used;the-data- may be appropriate provided differences are explained 1
Material should-be-clearly-identified-as-supporting-data-and or the  |and justified. All the data is supporting data.
differences in these manufacturing processes and the
proposed manufacturing process should be described
At - The flow diagram provided in $.2.23 will indicate the The flow diagram in S.2.2 which shows the process
1909 Starting separation between the final intermediate and the proposed |from the starting material to the drug substance is 1
Material starting material. A cross-reference to the flow diagram in |adequate to show the propinquity.
S.2.23 is sufficient, .
Atl- b. Isolated and-Purified Substances Quality of the starting material has to be controlled by
1913 Starting appropriate acceptance criteria instead of using the 1
Material description 'purified’,
Ait]- The starting material specification and the flow diagrams | The flow diagram in S.2.2 which shows the process
1915 Starting provided in S.2.23 should indicate whether a proposed from the starting material to the drug substance is 1
Material starting material is an isolated and purified substance. adequate to show the propinguity.
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Line Draft CTD ments and Propos Rationale or Comment Importance
Number Guidance Section suggested additi nd 1= Major
Section Number |proposed deletions) 2=Moderate
3=Miner
Delete text 1921-1957 and replace with: The applicant | This section should allow flexibility in the approaches
should provide a clear science-based explanation of how taken to justify the the carryover of impurities and to
the quality of the starting material is related to the demonstrate that the quality of the proposed starting
impurity profile of the finished drug substance. material (as controlled by the starting material
specification) is appropriate to ensure the consistent
The scientific rationale and data to support this chemical quality of the finished drug substance (in
Attl- explanation may take different forms depending on the |accordance with its specification).
1921-1957 Starting specific starting material, the process and the finished 1
Material drug substance. The justification and supporting data
should demonstrate that the quality of the proposed
starting material as controlled by the starting material
specification is appropriate to ensure the consistent
chemical quality of the finished drug substance in
accordance with its specification.
Delete examples. These are restrictive and will make
the document obsolete as analytical methodology
Att1- provided-to-support-that-the-starting material- s readily improves.
1964 Starting istineuishable-from ential-isomers-and-analoesusine 1
Material common-instrumental techniques-(e-gultraviolet-visible-
spectrophotometry-infrared spectroscopy)—
Applicants should provide data (e.g., analytical, spectra)  [Should take into account all tests not just the
Att1 - comparing the proposed starting material to a reasonable  |identification tests.
1968 Starting selection of isomers and analogs to demonstrate that the 1
Material identification tests specification methods for the proposed
starting material are sufficiently specific
A Starting Material should be approved based on its
specification and impact on downstream process. No
Att 1 - upstream process or synthetic route should need to be
1976 Starting filed. Therefore this paragraph should not be needed. 1
Material
Aft2 - of body fluid and/or the well characterized extracts from | The first point at which the starting material is
. which the drug substance is derived to be starting material [appropriate for characterization.
1995 Starting ) L 1
Material for a drug substance derived from a biological source
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Line Draft CTD mments and , Rationale or Comment Importance
Number Guidance Section nggested additions a 1=Major
Section Number |proposed deletions) 2= Moderate
3=Minor
Att2 - Identification of the biological source and/or the well The first point at which the starting material is
1996 Starting characterized extracts from which the drug substance is  [appropriate for characterization. 1
Material derived to be starting material for a drug substance derived
from a biological source )
he-term-drug-substance Move to Glossary.
Att2- . e ) :
1998 Starting ECORYTORRe SICHrSORTCeanarsemsyRtae uE 1
Material sabstaﬂees-that—afe—predueed—bwned&ﬁea&en—e{la—ehem;eai-
(e-intermediate)-obtained-from-the biological source
Att2 - The following should be provided for plant starting It is not applicable for all requested items if "well
2031 Starting materials if applicable: characterized extract" is inserted at line 1995. 1
Material
Att2- Where possible, a list of pesticides .... It may not always be available if starting with "well
2038 Starting characterized extracts". 1
Material
For semisynthetic drug substances, the flow diagram should | The first point at which the starting material is
Att2 - depict the manufacturing process that results in the appropriate for characterization.
2061 Starting chemical (i.e., intermediate) from the biological source 1
Material and/or the well characterized extracts and the synthetic
— part of the manufacturing process
Att2 - taxomomic authenticity This needs to be defined in Glossary.
2072 Starting 1
Material
Att2 - Changes that have an impact on the final API-inthe- "Changes in information" is too vague and over
. information-on-plant-or-animal-starting materials(see- restrictive. This should align with guidance documents
2099 Starting j . 1
Material sectiont-A-of this-attachment) should be reported to the on post approval changes.
Agency in a prior approval supplement
In-precess Material Tests: Measures used to assess the The word "in-process" should be deleted so that
quality attributes of an intermediate, postsynthesis material, | "material test" refers to any test on intermediates, post
2151 Glossary or unfinished drug substance and/or their suitability for use |synthesis materials, unfinished drug substance, etc. 1
in the manufacturing process Also provides consistency in that material tests are
done on isolated materials not in-line or at-line testing.
Intermediate-Tests:Measures-used-to-assess-the-qualit-  |Covered under "Material Test".
2168 Glossary atiributes-of an-intermediate-and/or-its-suitability foruse-in- 1
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Draft
Guidance
Section

CTD
Section
Number

ates |Rationale or Comment

Importance
1=Major
2=Moderate
3=Minor

2192

Glossary

Covered under "Material Test".

2195

Glossary

In-Process Controls: Checks performed Asn-all-inelusive-
termrused-to-deseribe-the-controels-used during production
in order to monitor and, if appropriate, to adjust the
process and/or to ensure that the an intermediate with-an-

established specification-or the drug substance will conform
to its respective spec1ﬁcat10n Fhe-termrincludes-operating-
. 5 ’ Lesi rial _and
utinished-drag-substance-tests—

Consistency with ICH Q7A.

2195

Glossary

Process Controls: see In-Process Controls

Covered under In-Process Controls.

2200

Glossary

pregress)

Covered under In-Process Controls.

2203

Glossary

Reaction Step: A unit operation or number of unit
operations that effect a change in the molecular structure of
a starting material or intermediate or another type of
transformation (e.g. salt formation) that has a
demonstrated purifying effect. More than one reaction
step can take place sequentially in a single -reaction vessel.

Salt formation should not be counted as a step after the
final intermediate but may be counted as a reaction step
prior to the final intermediate if it has purifying effect.

2205

Glossary

Reagent: A substance other than a starting material, ‘
intermediate, or solvent that is used in the manufacture of a
drug substance and that has an impact on the conditions of
the chemical reaction or contributes a minor structural
element to a subsequent product in the synthesis,

Add definition for clarity.

2226

Glossary

Solvent: An inorganic or organic liquid used as a vehicle
for the preparation of solutions or suspensions in the
manufacture of a drug substance

Add definition for clarity.
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Number Guidance Section 1= Major
Section Number 2= Moderate
3=Minor
Unfinished Drug-SubstanceTests- Measures-used-to-assess- |Covered under "Material Test".
2248 Glossary S UAREY SHHOBOSOran URiHIShec-Cug suostance-anare 1
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